This report is required by law (7 DSC 2143). Failure to report according to the regulations can See reverse side for Interagency Report Control No 

result in an order to cease and desist and to be subject to penalties as provided for in Section 2150. additional information. 0180-DOA-AN 


UNITED STATES DEPARTMENT OF AGRICULTURE 

ANIMAL AND PLANT HEALTH INSPECTION SERVICE 

1. REGISTRATION NO. CUSTOMER NO. 

93-R-0449 1 1 593 

FORM APPROVED 

0MB NO. 0579-0036 

ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE OR PRINT) 

2. HEADQUARTERS RESEARCH FACILITY (Name and Address, as registered with USDA, 
include Zip Code) 

AVANIR PHARMACEUTICALS 

1 1 388 SORRENTO VALLEY ROAD (b){2)High, {b)(7)(F) 
SAN DIEGO, CA 92121 

3. REPORTING FACILITY (List all locations where animals were housed or used in actual research, testing, teaching, or experimentation, or held for these purposes. Attach additional 
sheets if necessary.) 


FACILITY LOCAT\OUS(sites) 


{b)(2)High, (b)(7)(F) 





1 REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach additional sheets if necessary or use APHIS FORM 7023A } 

A. 

Animals Covered 

By The Animal 

Welfare Regulations 

B. Number of 
animals being 
bred, 

conditioned, or 
held for use in 
teaching, testing, 
experiments, 
research, or 
surgery but not 
yet used for such 
purposes. 

C. Number of 
animals upon 
which teaching, 
research, 
experiments, or 
tests were 
conducted 
involving no 
pain, distress, or 
use of pain- 
reiieving drugs. 

D. Number of animals upon 
which experiments, 
teaching, research, 
surgery, or tests were 
conducted involving 
accompanying pain or 
distress to the animals 
and for which appropriate 
anesthetic, analgesic, or 
tranquilizing drugs were 
used. 

E. Number of animals upon which teaching, 
experiments, research, surgery or tests were 
conducted involving accompanying pain or distress 
to the animals and for which the use of appropriate 
anesthetic, analgesic, or tranquilizing drugs would 
have adversely affected the procedures, results, or 
interpretation of the teaching, research, 
experiments, surgery, or tests. (An explanation of 
the procedures producing pain or distress in these 
animals and the reasons such drugs were not used 
must be attached to this report) 

F. 

TOTAL NO. 

OF ANIMALS 

(Cols. C + 

D + E) 

4. Dogs 






5. Cats 






6. Guinea Pigs 

17 


20 

212 

232 

7. Hamsters 






8. Rabbits 



14 


14 

9. Non-Human Primates 






10, Sheep 






11. Pigs 






12. Other Farm Animals 












13. Other Animals 
























ASSURANCE STATEMENTS | 


1 ) Professionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anesthetic, analgesic, and tranquilizing drugs, prior to, during, 
and following actual research, teaching, testing, surgery, or experimentation were followed by this research facility. 


2} Each principal investigator has considered alternatives to painful procedures. 

3) This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the 
principal investigator and approved by the Institutional Animal Care and Use Committee (lACUC). A summary of all the exceptions is attached to this annual report. In 
addition to identifying the lACUC-approved exceptions, this summary includes a brief explanation of the exceptions, as well as the species and number of animats affected. 


4) The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other 
aspects of animal care and use. 


j 

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
(Chief Executive Officer or Legally Responsible Institutional official) 

1 certify that the above is true, correct, and complete (7 U.S.C. Section 2143) 


1 SIGNATURE OF C.E.O. OR INSTITUTIONAL OFFICIAL j NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL (Type or Print) 

DATE SIGNED 

(b)(6), {b)(7)(c) 

(b)(6), {b)(7)(c) 

10/13/2006 


APHIS FORM 7023 (Replaces vs form 18-23 (Oct 88), which is obsolete PART 1 -HEADQUARTERS 

(AUG 91) 


/ 



APHIS Form 7023 Column E Explanation 


This form is intended as an aid to compieting the APHiS Form 7023 Coiumn E expianation. it is not an official form and its 
use is voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an 
explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists. 


1. Registration Number: 93-R-0449 

2/3. Species (common name) & Number of animals used in this study: 
Guinea Pigs (212) 


4. Explain the procedure producing pain and/or distress. 

I. Determination of median lethal dose (LD50): LD50 must be determined for each experimental organism prior to the 
evaluation of human monoclonal antibodies. Female Hartley guinea pigs are infected with different types of gram-positive 
bacteria (Staphylococcus sp.)either i.p. or i.v. (via saphenous, cephalic or ear vein) injections. Animals are infected with 
different numbers of bacteria cells. Lethality will be assessed 24 to 48 hours after bacterial challenge. After injection of 
bacteria, the weight of the guinea pigs will be monitored every other day and illness severity will be scored every day as 
follows: 0. healthy; 1. barely ruffled fur; 2, ruffled fur but active. 3, ruffled fur and inactive; 4, moribund (ruffled fur, inactive, 
and hunched); 5, dead. Monitoring will begin on day 0. Animals progressing to a score of 4 will be scored as reaching the 
lethal dose and will be euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to determine 
that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see Item 6 below) 

I and II. During all procedures the guinea pigs are anesthetized using inhaled isoflurane to minimize both pain and 
distress. Systemic analgesics such as NSAIDS or narcotic analgesics have effects on the immune system and would not 
be appropriate for use in these studies because they will affect the immune system, which will then affect the reaction to 
the bacteria and may interfere with the efficacy of antibodies being tested. 

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations (CFR) title 
number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 


Agency: N/A 


CFR: 



1 . Registration Number; 93-R-0449 / 1 1 593 
i2/3. Species (common name) & Number of animals used in this study; 
Guinea Pigs (212) 


4. Explain the procedure producing pain and/or distress. 

I. Determination of median lethal dose (LD50); LD50 must be determined for each experimental organism prior to the 
evaluation of human monoclonal antibodies. Female Hartley guinea pigs are infected with different types of gram-positive 
bacteria (Staphylococcus sp.)either i.p. or i.v. (via saphenous, cephalic or ear vein) injections. Animals are infected with 
different numbers of bacteria cells. Lethality will be assessed 24 to 48 hours after bacterial challenge. After injection of 
bacteria, the weight of the guinea pigs will be monitored every other day and illness severity will be scored every day as 
follows; 0, healthy; 1 , barely ruffled fur; 2, ruffled fur but active, 3, ruffled fur and inactive; 4, moribund (ruffled fur, inactive, 
and hunched); 5, dead. Monitoring will begin on day 0. Animals progressing to a score of 4 will be scored as reaching the 
lethal dose and will be euthanized. II. Survival Study; Female Hartley guinea pigs are infected via i.p. or i.v. injection with 
the appropriate number of bacterial cells as determined in the median lethal dose study. Anti-bacterial or control antibody 
at various concentrations are administered via ip.o or i.v. injections under four different conditions; (1) antibody is 
premixed and incubated with bacteria prior to administration (2) antibody is administered up to 24 hours before bacterial 
injection (3) antibody is administered at the same time as bacterial infection but using a different route (4) antibody is 
administered up to 24 hours after bacterial infection. All animals are followed for 21 days. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to determine 
that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see Item 6 below) 

I and II. During all procedures the guinea pigs are anesthetized using inhaled isoflurane to minimize both pain and 
distress. Systemic analgesics such as NSAIDS or narcotic analgesics have effects on the immune system and would not 
be appropriate for use in these studies because they will affect the immune system, which will then affect the reaction to 
the bacteria and may interfere with the efficacy of antibodies being tested. Each bacterial strain has different cell surface 
antigen expression profile, doubling time, virulence and dissemination and clearance in tissues. In order to compare the 
efficacy of antibodies against different strains of bacteria using the LD50 dose, this will lower the use of animals in the 
long run because fewer animals are needed to reach statistical significance. In addition, the LD50 dose is being used to 
determine whether our antibodies decrease the chance of death in these animals. Clinical illness may still be seen, as the 
antibodies may not protet animals from illness. However, animals may get ill and then recover in larger percentages If 
they are treated with these compounds. 

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations (CFR) title 
number and the specific section number (e.g., APHIS, 9 CFR 1 13.102); 

Agency; N/A CFR; 


Approval Status; 
Approved/Disapproved By: 
Date: 


Disapproved Reason: 



